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Route 120 & Wilson Road
Round Lake, Illinois 60073-0490

847.270.5300
Fax: 847.270.5306
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Baxter

November 14, 1997

Docket Number 95S-0158
Dockets Management Branch (HFA-305)
Food and Drug Administration
12420 Parklawn Dr. rm. 1-23
Rockville, MD 20857

RE: Investigational New Drug Application #f6859

Dear SirlMadam:

In accordance with 21 CFR $312.54 we are enclosing copies of information concerning research
- involving an exception to informed consent. This includes information that has been publicly

disclosed by the IRBs at Albert Einstein Medical Central (AEMC), Philadelphia, PA; and
MetroHealth Medical Center, Cleveland, OH.

Albert Einstein Medical Center
The public disclosure/community consultation information from AEMC includes a press release
dated May 5, 1997 (Attachment 1) that was submitted to the local news media, an article which was
picked up by the Olney Times dated June 26, 1997 (Attachment 2), and an article that was picked by
the German[own Courier dated Aug. 27, 1997 (Attachment 3); a flyer which was handed out at the
AEMC’S “Annual Super Saturday” gathering and at four Einstein/NMA Clinic waiting rooms
(Attachment 4). This flyer describes the clinical study and provides the community with a
telephone number for questions and comments. Also included are the following: a flyer
announcing the July 23, 1997 community meeting (Please note that no one attended this meeting)
(Attachment 5); a flyer that was handed out to multiple AEMC departments (e.g., environmental
services, maintenance, engineering, laboratory, and nursing departments) announcing a July 30,
1997 meeting (Attachment 6); a copy of the sign-in sheet (attachment 7) and meeting minutes
(Attachments 8) for the July 30,1997 meeting; dlnd an advertisement announcing the August 12,
1997 employee/community meeting which was placed in the following local papers: Germantown
Courier, Philadelphia New Observer Inc., Mt. Airy Times Express, Northeast Times Newsweck&,
and the Obzey Times (Attachment 9); and a copy of the sign-in sheet and meeting minutes
(Attachments 10, and 11, respectively) for the August 12, 1997 meeting. Additionally, a letter from
Dr. Dalsey (principal investigator) (Attachment 12) was sent with the two flyers described as
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Attachments 4 and 5 to the follc~wing people: the mayor, state senators, U.S. Representatives, State
Representatives, Council Men and Women, other Healthcarc officials, local Fire Chiefs, the
Pennsylvania ACEP, a Patient Services group, and 46 civic and religious groups.

AEMC received and documented the following responses: a letter dated July 19, 1997 from State
Senator Shirley Kitchen (Attachment 13) expressing questions and concerns regarding this study;

the site’s response to Shirley Kitchen dated August 13, 1997 (Attachment 14); documented
responses to Hotline advertised in press releases and flyers previously described in Attachments ‘1,
4, and 5; and a response to Baxter from a concerned Philadelphia resident (Attachment 15).

In summary, based on the information received from the clinical site, the investigator and IRB
achieved community consultation by sending out a press release to local newspapers that solicited
communications from community members by providing information for contacting the principal
investigator and the IRB (Attachments 1, 2 and 3); by passing out flyers at AEMC/NMA Clinic
waiting rooms and at an annual “Super Saturday” gathering which contained a contact number for
questions and concerns; holding three community meetings and mailing the flyer and letters to
sixty-six (66) community members consisting of communit y leaders, elected officials, professional
organizations, and churches (Attachments 6, 7 and 8).

—
MetroHeulth Medical Center

The public disclosure/community consultation information from MetroHealth Medical Center
includes the script used on the site’s DCI.Hb hotline (which was active from July 18, 1997 through

September 22, 1997) in English (Attachment 16) and in Spanish (Attachment 17); ,a transcript from
the site’s DCLHb hotline requesting further information on DCLHb and the study (Attachment 18);

a media release which was picked up August 19, 1997 on the Internet through America On Line
(AOL) (Attachment 19); the August 19, 1997 press release (,4ttachment 20); the summary of the
August 19, 1997 WMJI radio interview with Dr. Charles E. El;ernian (Attac~ent 21); the
transcript from the August 20, 1997-channel 3 television interview with Dr. William Fallen
broadcasted on the 11:00 P.M. local news (Attachment 22); a copy of the letter dated July 11, 1997
(Attachment 23) which was sent to ninety-eight (98) emergency medicine providers in the
community (Attachment 24); printed advertisements that appeared in the following local
newspapers: The Plain Dealer (July 20, 1997), The Call und Post (July 24, 1997), and AJWVOS
Horizontes (July 31, 1997-Hispanic newspaper) (Attachment 25); and an article which appeared in
the “MetroHealth Update” employee newsletter on September 8, 1997 (Attachment 26).

.—=

In summary, based on information received from the clinical site, the investigator and IRB achieved
community consultation by printing advertisements in several area newspapers with an interactive
800 number where comments and questions could be addressed, both in English and in Spanish
(Attachment 25), and by sending a letter to ninel.y-eight (98) emergency medicine providers in the
community that solicited communications from communil y members which provided information
for contacting the principal investigator and the IRB (Attachments 23 and 24). The investigator
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also received feedback and inquiries about the stuc!y from the AOL release and the employee
newletter.

‘The submission has been organized as follows:

Albert Einstein Medical Center
Attachment 1: May 5, 1997 Press Release
Attachment 2: Olney News June 26, 1997 published article

Attachment 3: Germantown Courier August 27, 1997 published article
Attachment 4: Flyer/handout given at both the “Annual Super Saturday” gathering and four (4)

Einstein/NMA clinic waiting rooms
Attachment 5: Flyer announcing July 23, 1997 community meeting

Attachment 6: Flyer handed out to multiple departments at the site announcing the July 30, 1997
meeting

Attachment 7: Sign-in sheet for July 30, 1997 meeting
Attachment 8: July 30, 1997 Meeting Minutes
Attachment 9: Advertisement announcing the August 12, 1997 community meeting (published in

five (5) local newspapers)

Attachment 10: August 12, 1997 Meeting s@l-I:n sheet
— Attachment 11: August 12, 1997 Meeting Minutes

Attachment 12: Letter from Dr. Dalsey sent to enclosed address list
Attachment 13: July 19, 1997 letter from Senator Shirley Kitchen expressing concerns and

questions
Attachment 14: August 13, 1997 response to Senator Shirley Kitchen’s letter (Attachment 13)
Attachment 15: Documented responses to site hotline and Baxter

MetroHealth Medical Center
Attachment 16: Script for DCLHb Hotline (English version)
Attachment 17: Script for DCLHb Hotline (Spanish version)
Attachment 18: Transcript from the DCLHb Hotline requesting further information
Attachment 19: August 19, 1997 media release from America OrI Line (AOL-Internet)
Attachment 20: August 19, 1997 press release
Attachment 21: Summary of August 19, 1997 WMJ1 radio interview with Dr. Charles E. Emerman



Dockets Management Branch (HFA-305)
November 14, 1997

IND # 6859
Page Four

MetroHealth Medical Center (Cent’d)
Attachment 22: August 20, 1997-channel 3 television interview with Dr. William Fallen
Attachment 23: July 11, 1997 letter sent to emergency medicine providers in the community
Attachment 24: Mailing list for July 11, 1997 letter (Attachment 23)
Attachment 25: Printed Advertisments from 3 local newspapers
Attachment 26: September 8, 1997 media release

This IND (BBIND #6859) is cross-referenced to E~axter’s original BBIND #4426 and subsequent
amendments.

If there are any questions concerning this submission, please contact me at (847)270-53 13.

Sincerely,

Maulik Nanavaty, Ph.D.
Director Regulatory Affairs
Blood Substitutes Program

_—_
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DRAFT 5/5/97
Press Release

—

Contact: Beth Ann Radk.is
Senior Communications Specialist
215-456-6182

ALBERT EINSTEIN MEDICAL CENTER ‘roPARmCmAm m
STUDY OF BLOOD SUBSTITUTES

Albert Einstein Medical Center is one of about 40 sites nationwide chosen to participate in
..

a study of a new blood substitute intended to treat the harmful side effects and possibly

prevent death in trauma patients with severe blood loss.

The year-long study, expected to being early this summer, will involve

approximately 20 patients from Albert Einstein Medical Center. Nationwide,

approximately 850 patients will participate in the study. Half of the patients involved in

the study will receive the blood substitute and hidftill receive a saline solution, AI]

current standard treatments will be administered to all participants.

The blood substitute, called Diaspirin Cross-Linked Hemoglobin (DCLHb) is a

pasteurized human blood solution which carries oxygen. The solution is being tested on

trauma patients who arrive at Einstein Medical Center’s Emergency Unit in severe shock

and who have lost large amounts of blood. Severe blood loss can result in a lack of

oxygen to vital tissues resulting in organ damage and death if the patient is not quickly

stabilized.

“Use of the solution saves critical time in sta~lizing a trauma patient because it

does not have to be typed or cross-matched,” says WllliarnDalsey, MD, chahnan of

Einstein’s Department of Emergency Medicine.

—

-more-

-..
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The man-ma e solution is derived from expired human red-blood cells, It
r

undergoes a speciali ed heating and filtration process which reduces the risk of blood-

~

borne infection. A f w temporary side effects were noted i.npatients including yellowing

of the skiq a red co or in the urine, and changes in some lab test results.

New guideli es adopted by the Food anclDrug Administration (FDA) allow for

emergency care and research to be conducted without obtaining written consent in studies

J

of emergency thera ies in those rare circumstances when consent cannot be provided and

the condition requi ;esimmediate medical care. These new guidelines are essential to

{

research and life-sa “ngefforts in trauma patients. Once th; families are found they will be

immediately info ed of the study and can decicleon continued participation.

“Traumai atients have a 40 percent mortality rate because of the seventy of their

injuries,” says Mark Kaplan, MD, Einstein trauma. “The first few minutes tier a patient

reaches the trauma center are critical. We hope that by using the blood substitute we

can quickly stabilize the patient in order to perfcmn the emergency surgery that is

frequently required in these cases.”

Anyone with questions about Einstein Medical Center’s blood substitute study in

trauma cases can contact the Blood Substitute Research Study at 215-456-6854.

####
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Albert Einstein Medical Center
to Participate in Study
of Blood Substitutes

Albert Einstein Medical Center is one of 40 hospids nationwide chosen to partiapate in a
study of a new blood substitute to treat the harmfd side effects, and possibly prevent death, in
trauma patients with severe blood loss. The IJood substitute is given in addition to all smdard
treatments normally given to patiene with life- thrcatcnin~ hzjuries.

The solution is being tested on trauma patients who arrive at Einstein Medical Center’s
Emergency Unit in severe shock and who have lost large amounts of blood. Hdf of &e patients
involved in the study will receive the blood substituteand half will receive a saline solution.
The man-made solution is derived from expjrec3human red-blood celIsand undergoes a
specialized heating and filmar.ionprocess that rcclucesthe risk of blood-borne infection. A few
temporary side effects were noted in some p+cnts including yellowing of the skin,”a red color
in the urine, and &nges in some lab test results,

The year-long study, expected to being early this summer, will involve approximately 20 patients
from Albert Einstein Medical Center. Two other hospitalsin Philadelphiawill also take part in
thC study.

,WCWgujde]inea adopted by she Food and Drug Administration (FDA) a]low for emergency
care and research to take place without obtaining w~itten consent in those rare casa when the

patient is unable to give consent, the family is unavailableand the condition rcquir- immediate
medicd care. Once-the patient is able to give consent or the fimjly is found, they will be
immediately hformed of the study and can d+dc on continued participation.

If you have questions or concerns about this study, wc urge you to d 21 S456-6854

or write us at:

Blood Substitute Research Study
Department of Emergency Medicine

Albert Einstein Medical Center
SS01 OldYmk Road

Philadelphia, PA 19141

Albert Einstein
Medical Center
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COMMUNITY MEETING
Blood Substitute Research Studv

of

Paley 1 Conference Room

Albert Einstein Medical Center-..... . ..... ..... .

Version: CM 7-23-97





— ARE YOU AN EINSTEIN EMPLOYEE?

DO YOU LIVE WITHIN 3 MILES OF ‘THEHOSPITAL?

IF YOU CAN ANSWER “YES” TO BOTH QUESTIONS,
WE WOULD LIKETO INVITE YOU TO A FREE LUNCH!

(Hoagies & Soda)

ALL YOU HAVE TO DO IS:
FILL OUT THE TICKET BELOW TO RESERVE YOUR PLACE

& RETURN IT TO THE EMERGENCY ROOM

COME TO LUNCH AND LISTENTO A
PRESENTATION

FIFTEEN-MINUTE

TKE LUNCIVPRESENTATIONWILL BE HELD
AT 11AM ON WEDNESDAY, JULY 30, 1997

IN THE PALEY CONFERENCEROOM

~t her~t here===—=====cu ~th

I WOULD LIKE TO HAVE A FREE LUNCH AND LISTEN TO THE
PRESENTATION

My Name Is: .—

My Department Is:

My Home Address Is:

Return this ticket to the Emergency Room by: Monday, July 28th@ 12 noon

Version #: CM 7-30-97
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Lest Name First Name ZipCode Depaltmant . Attended?

Acri Trisha 19128 Temple Med Student
~——— .

Austin Nadine 19141 Protective S1erv.

-I+===
Booker Maria D. 19119 ECHO/Strasa lab

- ,4SA ,

Brown Nata 19141 Maintenance
N4.&” f3WJ 4

Brown
. —

Mary 19141 Environmental Sarv.

t ~flM ,/$/z@%.

DeJesus Neiida 19140 Towar 4 North

—
Gilbert James

-’ IE~

o Maintanenco

Grant Shever 19141 Environmental Serv.

Graan Duane M. 19126 Storeroom
—

Hewing Dabbia 19138 pharmacy 12“’=

I

I I 1

Hoffmann Mwy Vaa --t-19120 Medical Racords

Huntar Vaneasa

‘ 19111 --=-=

19126 Madicine

Jackson Karen A.

~enkins lRurh I 19141 lAdrnission I I

McDonald Laverne I

McGlame~ Muriel E.

McMillan Florerta

: = :::4:%&

Page 1
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Employee/Community l!leeting of 7-30-97 (11AM)

Staff present: Wtiarn C. Dalsey, MD
Mark J. Kapl~ MD
Robert Porter, MD
Pamela Tagg~ RN, PhD
Amanda Palko (Research A&tam)
Eileen Brenne~ MBA

Invited Guests present: see attached sign-in log (flyers were handed out to all attendees)’

Lecture Content: Dr. Dalsey spoke for approximately 5 minutes on the study guidelines,
waiver of consent, and known properties of the study substance (DCLHb). Dr. Kaplan
spoke for approximately 5 minutes on the benefits of this new product and how it could
possibly impact fiture trauma care. Dr. Porter spoke for approximately 3 minutes on
general aspects of how drugs get approval for use through several phases of testing in
animal and human subjects. The floor was opened for qu&tions and a lively discussion
followed.

Highlights of questions& answers:
1- Will they (the patients) receive blood as well as this new substance? Yes. All
standard of care will be given to patients regardless of whether or not they are in the
study. This may include IV fluids, blood, surgtxy ancl/orwhatever is deemed necessa~ by
the treating physician.
2- How can you assure that everyone in the community will know about the study?
Obviously we can’t reach every individual, but we will make every attempt to talk to
interested parties. For our first community meeting we mailed notices to local groups. For
our second community meeting, we offered this lunch/presentation to employees who live
locally. For our third community meeting, we will be advertising in local papers such as
the O1neyTimes. In addition, we encourage you to speak with your neighbors, or
members of community groups or churches to which you belong and encourage them to
attend our next meeting on August 12 at 6 PM. If you can get a group of 10 or more
people together within your community we will be glad to make arrangements to speak
with them as well

In addition, there has been press releases at the national level on the basic
components of the new substance. It has been announced on local news shows and in the
Philadelphia Inquirer, although without mentioning the names of any participating
hospitals.
3 -Is this a blood substitute or a drug? This is a product made flom human blood that
has more than one effect. It has the expected beneficial effect of canying oxygen (that’s
the fimction of the hemoglobin natura!iy occuring in our blood) as well as the unexpected,
but beneficial, effect of improving blood pressure and cardiac output. We think this is due

to the special processing of the hemoglobin molecule and can only explain it as a drug
effect.



_—. 4- What about people who have religious beliefs against receiving blood? If we know
about this when they come into the E~ we will respect their beliefs by not enrolling them
in the study. Unfortunately, the possibility exists that we will not know and they may
indeed be placed in the study. It’s very similar to the severely injured patients who arrive
in severe shock and, not knowing that they we Jehovah’s Witnesses for example, we give
them blood to treat their condition. But whenever possible, we will respect their wishes
when they are known; the protocol is written to insure that we do.
5- If my family member is the patient and you ask me about the study and I say no,
will you continue to hound me? Absolutely not. No means no.
6- What if the whole community objects to this project? We will not proceed.
However, we want the community to be aware that several things make this project
desiiable. First of all, we have not had many advancements in the treatment of critical care
patients for some time because it has been diflicuh to get consent from unconscious
patients and fhrnilyare often not present when they are in the Emergency Department. For
this reaso~ the government approved new regulations last year which allowed us to do
these types of studies if we follow several strict guideline FDA approval of each new
study, IRB approval at each institutio~ an on-going independent review panel of outside
medical & scientific experts, and community notification before each site begins the study.
7- Why do the skinhwine change color? The hemoglobin product is excreted by the
kidneys as a red molecule. It also gets trapped temporarily in the skin tissues where it
breaks do~ causing a yellow color--simi!ar tc)a bad bruise. It is not an indication of
organ failure or toxicity as far as we can tell at this time.

The meeting was adjourned at 11:30, however a few individuals stayed to get fixther
information.
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Cii?iEfi“;4S AC?’!NG C!-HEF-’!’!W?h;!m!e!phia
llonsing Authority (PHA) has annmmced the
rtppoin(mentof DexterGreen asActingChief of the
.300member I’HA !’oticeDepmlmenL Gram will be
on-lmm 10I’HA fmm his current job as Command-
ing Offker of the Philadelphia PoliceDepartment’s
North Division. Green has beena policeofficer for
25 years.

.-

.—..— -—-.—— . ...c .-— .... ......—

Temple Universit:
Ibpitd’s Department 01
obstetrics. Gynecology
and Reprodudive Scien-
ces is sponsoring a Cnihi

Care Open House on
Wednesday, August fith
from I I a.m. to 3 p.m. at
the Temple Women’s
Health Center, Hudson
Building, 3425 N. Carlisle
St. ---—. .-—.——

lor more information call 215-45WW354

Albctt Ektstcin
Medical Center

.....,,(,.

LOI JIS FARRAKH

A DAY OF ATONEMENT
A DAY OF ABSENCE ~ )

WEDNESDAY, AUGUST 13, 1997

FIRST DISTRICT PLAZA
3801 MARKET STREET

PHILADELPHIA, PENNSYLVANIA

ADMISSION: $10.00

DOORS OPEN AT 5:00 PM
PROGRAM BEGINS AT 6:00 PM

*
FOR MORE INFORMATION (215) 386-1234

‘,
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AMRKA’S lARGE5TCHOICE!

PraaiwllQmtlityabillkl Miawnds
h 13gmt mlarsand36 staadwd
sizes.Fobresistardi Ollllllltul’lm

~J39iw$l
EHPEflTSERVICE! 1111111(,* w

:,:* f,.. NobodybnowsMindslike we do!
We’llmokeyovrsltoppinghossle-free!

UllluJ

Yiw’V[flwfllIlllnnsOvr❑ ostpopvbr+ Verhd Mid
witha lifet”~ evarwkedtrod!
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Albert Einstein
Medical Center
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Albcrt %sstcin Medical Cerstcr’sDepartment of Emergency
Mc&inc invitesyou to attend a epccialcommunity meeting
tohearabnut a study of a blood eubstitutcin trauma paticn~s.

The blood substitutewill be testedfor itsclTcctivcncssin
treatingthe harmful aide.effectsand possiblyprevent death

in trauma paticn~swho arc in acwveshockand who may have
cxpcricrrccdsevereblood loss.Marrypatkrstteligible for this

studymay not k ableto ive consentduc to thismrdiml
fconditioh, hut may be cnro led in the .atudybckrc cwscnt is

obtained. The rrwtrng will bc bcid

Tuc.day,August 12, 1997
at 6pm,

? in the Paley 1 Conference roum
Ot

Albert EinsteinMedical Center
5501 Old York Road

Piniladciphia,PA i 9i4i

For more information call 215-4%-6854

.

Albert Einstein
MedicalCenter

Flna.11,11.dk.-.-,
,. @.,.hlV8hhmr-

..,..!,,,,,. ●

ill ) Mt. Airy: 247-3020 I

McclwrLmrTIQws
“THE AREA’S DIVERSE BUYER”

***************** ***************** *

*ORIENTALCARPETS, OLD & USED

* AMERICAN, ENGLISH & CONTINENTAL

FURNITURE

* OIL PAINTINGS, 18TH, 19TH & 20TH CENTURY

❑ ✌ ,’ I

fJ

IIl&—
———

N

* GARDEN FURNITURE * MARBLE STATUARY

* STERLING SILVER

* OLD MUSICAL INSTRUMENTS

* AMERICAN INDIAN ITEMS

* CLOCKS, ALL TYPES
***************** ***************** *

1“!1(3!4PR!CFS PA!D

COMPLETE ESTATE L1QU1DATION

247-5220
ChcsimtIliil

7733 Winston Road (Just off Germantown Ave..
between Mermaid Lane & Moreland Ave.)

Mt. Air-y
7101 EInlcn St.

(Corner O( MI. Ikwtnt .k 13nlcn St.)

ktbrmefion, call@- “lfO.

MEMSERSSHO. I
Wdtrara Art Museum, 10 a.m. - s p.m.
57th Annuaf Marrrbars SfrowonexhiMffif
Aq. 24. can 247-0476 for tnformaffon.

,*
HOOFINGINAMERICA
PA Academy of f3me Arts, 118 N. Broad S1.,
11 a.m. and 1 p.m. Rhylhm and tap per-
cusshisls Tap Team Two trace Amerfcan
tap dance from roots in Ireland and Africa.
For information, calf 972-7608.

CffEVES AND STEINWACHS
Offii of Arfs and Culture, 16CSIArch St.,
12fh floor. Oftiie of Arts and Cuttura pres-
ents works of Alexander Cheves and Sarah
Sle!nwachs. For Information, call 686-2602.

A CtlYS MUSICALHERITAGE
TheLibraryCo.of Phifa., 1314 Locust St., 9
a.m. -4:45 p.m “Noteworthy Philadelphia: A
city’s Musical Heritage, 1750- 191s’ on
view through Dec. 31. Free. For information,
call 546-3181.

FRIDAY 8

ENDOF DAYDISCUSSION
Champagne’s, 21 E. Cheften

Ave., 10:30 p.m. PA Legislative Black
Caucus and NBCSL host open day dis-
cuseforr and sociafizalion after day of meet-
ings in memory of Dave Richardson. For in-
Wrrratiort calf 772-1925.

LATfN FESTIVAL
Robin Hood Defl East. Ridge Ave., 8 p.m.
Latin Unity Fesfiiaf held featuring Annette
along with LaBanda Loca, Los Brother’s
Band afid Las Chicas de el %@. For ks-
Iorrnation, calf 849-9870.

NEW DIMENSIONS, NEW DIRECTIONS
Paley Design Center, PCT&S. 4200 Henry
Ave., 10 a.m. -4 p.m. Philadelphia Fumifure
- NCW Dimensions, New Directions, an ex.
hibit of creative ideas m furn+lureforms by 14
focal artisls, on display fhrough Sept. 14.
Free. Call 951-2860 for Information.

(CALENDARonpage 11)

,,
j 0. “h. AtRY TIMES/EXPRESS, Wedndoy, )hsgust 6, 1997
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l?=w~ylvania Crime Stop
t is offering a cash reward
up [0 $1 ,OCIO.00for information
leading to the arrest of Michael
%thony Potter, If you know this
)erson anct where he can be
ound, call Pennsylvania Crime
Stoppers toll-free at 1-800-4 PA-

‘IPS. You must call this toll-free
~umber to become eligible for

fly cash reward.

Mule Visjori..........”....”.S39H

u’ Dynsmlc...$!ll;1
t’IP .. ..........sno

? ~arihsx. ...SllO
sumQul’chut

DESICNE

$.........”.......$59 g.. . . ..
DISPOSABLE z
CONTACTS~

6 Pair . ........S69 G

30;hi.4:30-7:00 1I I
II sat.loixi3.m II

1

.4&ISIFt.nnt Coupon AtT~c Of ~,~‘
AuIh0ri2U?iDna k- i

.OUPON ONLY ● mlREs3/31/97 I
.-- !--- ----

amV&t

~l!IEE~’&y;&$E

“the Ml$hops ~emgit?t” CiH~i

Representing 15 MajorCarriers Application

215-455-1191
By phOne

Evening &

Wlwrutiw$ Saturday
FxMYxNE ~ Hours

INSURANCE—.A-

W

Look at our LOW Rates!
S)

.W
d Car: Clean Record as lowas $60.00 per month

● Home: $80,000.00 Coverage -$350 per year

+ Life: $100,000.00 Male Age 35-$12.00 per month

CALL AND COMPARE 624-7600

Albert Einstein Medical Center’s Department of Emergency
Medicine imites you to attend a special community meeting

to hear about a study of a blood substitute in trauma patients.
The blood substitute will be tested for its effectiveness in

treating the harmful side eflects and possiblv prevent deatJ
in trauma patients who are in severe shock tid who may have
exqw-ienced severe blood loss. Many patients eligible for this

SW$ may not be able to ive consent due to thj5 medje]
fcondition, but may be enro led in the studv before consent is

obtained. The meeting \vill~ held
.—

Tuesday, ,4ugust 12, 1997
at 6pm,

in the Palev 1 Canferencc room
at

Albert Einstein Medical Center
5501 Old York Road

Philadelphia, PA 19141

Formore information call 215456-6854

Albert Einstein
Medical Center

-+
h,.. **. Wn.wk- “buib..

C I*7 MU. b. .
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OCT-9-97 THiJ 2:06 PM AEMCEMERGENCY P< 3

Employee/Community Meeting of 8-12-97 (6PM)

—,

-

Staff present: Robert Porter, MD
Pamela Taggq RN, Ph13
Eileen Brennen, MBA

invited Guests present: see attached sign-in log (flyers were handed out to all attendees)

Lecture Content: Dr. Porter gave an ovewiew of the current therapies available to
trauma patients and the need for new & better treatments.He explained what l)CLHb is
and why we think it will be high-benefit, low-risk.

Highlights of questions & answers:
1. Ms. Bland admitted to being suspicious of the medical community, but asked good
questions which we did our best to answer. She said she was aware ofthc meetings that
the “MCP Hospital” had held at the Pickers School. She seemed satisfied with the
information we provided.
2. Mr. Crmnaire thought this was “wonderfid.” He patiicularly liked the fact that there is
no need to type & crosshatch the patient allowing the DCLHb to be given more quickly,
He offered to assist us in placing a press release in the OhwyTimes, but I said we had
already done so. Still, 1 gave him the name and phone:number of our contact in Corporate
Marketing & Communication (CM&C).
3, Ms. David came late--Edeen & Pam were cleaning up and Dr. Porter had Iefi. We sat
down and explained the study to her. Her attitudewas somewhat aggressive. She wanted
phone numbers; we gave her the number fc)rthe lKi3 (456-7217), CM&C (456-61 82),
and Baxter HealthCare (847-270-5300). She wanted to know the demographic data on all
studies done to date and for the populations at the hospitals selected for this study (we
answered that we did not know and suggested she address those questions to Baxter), She
wanted to know if this hospital would make money on this study (we answered that we
would only snake enough to cover our costs). She a6]ced specific questions about how we
had notified our community thus f= (which we shared with her)& she felt these were
inadequate. I asked her what she wou!d recmmmendand ahe gave two suggestions: (1)
that we physically go out to the churches and speak at their sewiccs. and (2) that we go
on talk radio stations that target the black mnrmtnity, such as WHAT and WIMS. She
bc~ame ~cjted and SpcJcc of a wide range of social issues, including the distrust of the i
medical community by blacks (attributing the lack of organ donation in this group to their
distrust) and the recent tension in Gray’s Fcny and how it could happen here when our
community finds out what we’re tv”nB to do. We rennindedher that wc have not yet
started the study and that we are trying to ensure that the community is aware of the
project. She did not persist at this time tmdsaid she had to leave.

Adjourned: The meeting with #l&2 ended at approximately 6:45 PM, the meeting with #3
ended at approximately 7:25 PM, I



—.

. —--

_.r-

..



~4ali)e1-1. Eimlxin

Aled.ica] Centc]-

-—.

July 11, 1997

To Whom It Nfay Concern:

_=_

Albert Einstein Medical Center is one of about 40 sites nationwide chosen to participate in
a study of a new blood substitute intencied to treat the harmful side effects and possibly
prevent death in trauma patients with severe blood loss.

The United States Food and Drug Administration (FDA) has api>r-ovedt!le use of “waiver
of consent” for this study if certain conditions, including public disclosure and community
notification are met. We are noti$ing your office as pall of our plan to relnain in
compliance with this requirement.

The waiver of consent process will be implemented only when the patient is unable due to
his medical condition to legally consent to the study and the next of kin/legal guardian is
not present, Iftheie conditions are met, and the patient meets the inclusion criteria for the
study we will involve the patient in the study. This does not mean that w’ewill cease our
etior-ts in contacting the falmily. Once the F~lmiliesare found (or the patient improves to
the point where he/she is able to give consent) they ~villbe immediately informed of the
study and can decide on continued participation.

The year-lting study, expected to begin early this summer, will involve approximately 20
patients from Albert Einstein Medical Center. Nationwide, approximately S50 patients will

participate in the study. Half of the patients involved in the study will receive the blood
substitute and halfwill receive a saline solution. All current standard treatments will be
administered to all participants.

The blood substitute, I)iaspirin Cross-Linked Hemoglobin (DCLHb), is a pasteurized
human blood solution which carries ox:ygen. The solution is being tested on trauma
patients who arrive at Einstein Medical Center’s 13nergency Unit in severe shock and who
have lost large amounts of blood. Severe blood loss can result in a lack of oxygen to vital
tissues resulting in organ damage and death if the patient is not quickly stabilized. The use
of this solution saves critical time in stabilizing a trauma patient because it does not have
to be typed or cross-matched.

—--
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13100dsubstitute study
page 2

The ]man-made solution is derived from expired human red-blood cells. DCLHb undergoes
a specialized heating and filtration process which reduces the risk of blood-borne
infection. This blood substitute has been studied in clinical trials for 4 years in over ’700

patients. A few fempormy side effects were noted in patients including yellowing of the
skin, red color in the urine, and changes in some lab test results.

Trauma patients have a 40 percent mortality rate because of the severity of their injuries.
The first few mimites after a patient reaches the trauma center are critical. We hope that
by using the blood substitute we can quickly stabilize the patient in order to perform the
emergency surgery that is frequently required in these cases.

If you or your constituents have questic~ns about Albert Einstein hledical Center’s blood
substitute study in trauma cases, please feel free to contact Pa]mela Taggart, research
coordinator, Department of Emergency Medicine, at 215-456-6854.

Sincerely,

William C, Dalsey, MD
Chai;man
Department of Emergency Medicine

Mark J. Kaplan, MD
Director Trauma/Cl”itical Care
Department c~fSurgery

. .
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Disclosure/Comrm.mity Notification
Mailing List (as of 6/16i97)

Mayor Edward Rendell
Room 215
City Hall
I%ladelph.i~ P.4 19107

Sen2tor Arlen Specter
Local oficc
9400 Fedcrzd Building
600 .tiCh sheet
Philadelph.i~ PA 19106

LT.S.Reyesent2nve
T30nus Fo@ietta
10402 FederEI Building
600 kCh Sw?et

Philade@i~ PA 1?106

Stae Scmtor
SbMey NLchen
119 W. Tzbor Road
Hi!zdelpl@ P-4 19120

State Senator
Frank Sahvarore
Academy Shou@g Ce~ter
5; ~QGr~I Aven~e

Philadelpiliq ?.4 19114

S&e Senator
AJlyson SCkarzz
27 E. Durham Sueet
Pliladelphiq PA 19119

State Reyssent2tive
M&k B. Cohen
6001 X. 5:”Stree; 2n~Floor
Phi12de1@i%PA 19120

State Representative
Dwight Eva.m
7174 ogonk Ave.rme
Philadelphia I?A19138

Councilwoman
Dana Miller
Room316 .
Ci!y Hall
1%.iladelphi~ I>A19107

Councihvoma a
Muian B. Tasca
Room. 577
City E??l
p~ddelpti~ [’,4 19107

Courdrnan at Lqe
David Cohen
Room 588 Cily HalJ
Phiiadslphir+ ~A19 I07

Dr, Joseph A. Zec-cardi
Medical Director

/
Cily of Philadelphia EMS
Thompson Building, Room 239
Tnornas Jefferson Univerr@ Hospital
11~~and Walnttt SEe~tS

Pkciiadelphi%~!JA19107

Pcnruiylvzuia “r-a Systems
I?oundation

/’
50’70~~~ ~{ ,~

SE 100
Mechaniesbun;, PA 17055-48’79

Chief ~ B. Fotiei

/
Chief of Opermions ~orYire Depamnent
F~e ~ana~o~ B@~g

240 S.pxingGardez Street
Z’h:hlelp~ I’A 19123

8:!
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9003

(/
Chief lvfike Stanton
Administrative Chief for Fire
Department
Ctief of Operations for Fire Dep-ent
I%e Admi&5ation Building
240 Sptig Garden Street .
Philadclphi~ PA 19123

Capt&in Daniel Parrish
C-2pt2inof operations for Fire.

\ Deyltrrlent
/ Chief of operations for Fire Department

Fire AdrniniStt2tion ~ding
240 Sprixg G33den S-et
Philadelphia PA 19123

Chief Ralph lialper
Director, E??S Regional Office

/’ Cticf of Operations for Fire Dqxatrnent
Fire AdrnizMr2tioII BuiMins
240 sp~~ G~den s~~~t

I’hi.ladelphi% P.4 19123
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.lcyce X)oiigks
Hw!h Department Cer.te: 73
131 E. Chelten Avenue

-%!addphia, PA 19144

Jimmie Robirison
Citizen of~~’est Logan
1415 W. Fisher Avenue
Philadelphia, PA 19141

Fair Havens Human Support Services
1250 Wagner Avenue
P. 0. BOX9065
Philadelphia, P.4 19141

—=

Ronald I-Iaynes
Fisl)er-Windrim Community Development Corp.
110 \J’inclrim Avenue,
Philadelp!lia, PA 19141

Phyllis Watts
Oak Lane Community Action Association
6521 AT.1lth Street
Philadelphia, PA 19126

—

Dolores Shine
Ad Hc)c Committee for Logan
45I55 N. Warnock Street
Philadelphia, PA 191-40

Marion Johnson
Concerned Citizens for Olney/Logan
5024 N. 8th Street
Philadelphia, PA 19120

Eugene Robinson

Fern Roc!dOgontzlBelfield Community Development
Corpc}ration
201 West Olney Avenue, 4th Floor
Philadelphia, PA 19123

Greater Olney Community Council, Inc.
5212 N. Fairhill Street
Philacielphia, PA 19120

Mabel Windham
Ogontz Area Neighbors Association
5707 N. 16th Street
Philadelphia, PA 19141
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Gary Mch’ei!
Penn ?Uea Neighborhood! Association
539 E. Penn Street

‘%ladelphia, PA 19141

James M. Shigaki
Co-Chairpersons
]2th street & Sometwille Avenue Residents

5342 NT.C.znvc Street
Phi!. xielph;a, PA 19141

Watha Chin Dr. Jin H. Yu

Cambodian Association of Greater Philadelphia, Inc. Korean Community Development Senices

5412 N, 15th Street 6055 N. 5th Street

Philadelphia, PA 19120 Philadelphia, PA 19120

Joyce Alexander
Mayor’s OffIce for Communily Sen’ices,
Area B:, Town Hall
Germantown & Haines Street

_.J?hiladelphia, PA 19144

Vernon Johnson
U’est hlount fib Ifeighbors
Philadelphia, PA

Re\~. G:eorge F. Bell, Sr.
Love Missionary Baptist Feilo\\ship
5801 C)gontz Avenue
Philadelphia, PA 19141

“Zakiyyah Abdual-Raheem
East Mount Airy Neighbors
hit, Airy Presbyterian Church, Lower Level
7101 Germantown Avenue
Philadelphia, P.A 19119

Rev. Rene Perez and The Rev. Wanda Perez
LaRessurreccion-Lindley United Methodist Church
5th Street and Fisher Avenue
Philadelphia, PA 19120

Rev. Vem M. Joyner
hTe\\ Life Seventh Day Adventist Church
47z~ O]d York Road
Philadelphia, PA 19141
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Rev. L. V. .lohnson
Ne\v lz~:~yh4issicnwy Baptist Church
4845 IQ, 13th Street

~,ilac!e!p!ia, PA 191-41

Rev. Samuel bos Brackeen
Phillippian Baptist Church
5S01 N. Broad Street
Philadelphia, PA 19141

Rev. Thomas J. Ritter
Second hfacedonia Baptist Church
1301 W. Ruscomb Street
Philadelphia, PA 19141

—

13emice U7alker
St. Benedict’s Roman Catholic Church
1940 E. Chelten A\renue
Philadelphia, PA 19138

Third Eternal Baptist Church of Germantown
5364 Chew .Avenue
Philadelphia, PA 19138

Sister Marie McGuigan
Our L,ady ofl-lope Roman Catholic Church
5200 N. Brozd Street
Philaclelphia, PA 19141

Bishop George A. Williams
Rehobeth Church of God in Christ
1210 W. Wyoming Avenue
Philadelphia, PA 19140

. .

Rev. David Weeks
Shalom Baptist Church

4901 NT.10th Street
Phila(ielphia, PA 19141

Sungsan Presbyterian Church
901 Spencer Avenue
Philadelphia, PA 19141

Rev. James S. Hall, Jr.
Triumph Baptist church
16th k M’ingohocking Streets
Philadelphia, PA 19140
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Bishop John E. Williams
\VqJ of [he Cross Church of Christ
4547 N, Broad Street

Mikdei:phia, PA 19141

Annette Lutz
Germantown Settlement-Late Start Satellite
St. Paul”s Church
49(N)~. Stih Street

Philadelphia, PA 19120

West Oak Lane Senior Center
7210 Ogontz Avenue
Philadelphia, PA 1913S

Florine Lfoore
Christ h~ission Church of the Apostolic Faith
Broad Street and Nedro Avenue
Philadelphia, PA 19141

Presbyterian Church of the Redeemer
Penn
Chew and \l’ister Streets

Philadelphia, PA 19141

Rennie Cohen
Center in the Park
581 S Germantown Avenue
Phi!acle!phi?.,PA 19144

Carolyn Hamphill
St. Benedict’s Senior Center
St. Benedict’s Roman Catholic Church
1940 E. Chelten Avenue
Philadelphia, PA 19138

Rev. .John Green, Jr.
Christ Baptist Church
1509 E. Church Lane
Philadelphia, PA 19141

Rev. John Bilanych, S.T. D., J.U.D.
Christ the King Ukrzinizn Catholic Church
1629 W. Cay-uga Street
Philadelphia, PA 19140

Rev. C. L. Pryor
Corinthian Baptist Church
6113 N. 21st Street
Philadelphia, PA 1913S
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Rev. Harry B, Steward
Fair Havens Bapfist Church
1250 Wacyier Avenue

lh~ladelphiri, PA 19141

Rev. Kermit L. Newkirk, Jr.
Harold O. Davis Memorial Baptist Church
10th & Roosevelt Boulevard
Philadelphia, PA 19140

Rev. J. Leroy Saunders
House of Prayer Episcopal Church
1747 Church Lane
Philadelphia, PA 19141

Rev. J. hT.Lavender
Friendly Baptist Church
1250 Wagner Avenue
Philadelphia, PA 19141

Rev. Edward B. Jones
Holy Trinity-Bethlehem Presbyterian Church
1lthik Rockland Streets
Philadelphi~ PA 19141

.

Rev. Richard J. Rock, C.M.
Immaculate Conception Roman Catholic Church
1020 E. Price Street
Philadelphia, PA 19138

—
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3*D DISTRICT
SHIRLEY M. KITCHEN

n SENATE POSTOFFICE
— THESTATECAPITOL

MARRISDURG, PA 37$2ws0
● HONE c7f7) 707-SS

FA2 (7!7) 772+SS1

❑ DlsTRlm OFFICE
1701 WESY LEHIGH AVENUE

PHILADELPHIA. ●A +9132
●140NE (23S) 227-S1 St

FA% (21s) SSO-!JS6

a SATELLITE OFFICE
11 s WESY TASOR ROAD

●HILAOELPHIAs ●A 1S120
PHONE (S1S) 4S7+03S

Fm (Xt S) ssO-XBS6

Z-MAIL @dtchsnOdsm.psssn.gOv

July 9, 1997

COMMITTEES

unsANAFFu= ANoNOUSING
osm~mc CNAIR

FUBLK MSALTH ANoWLFARE

Acwo ANoVOUTN

INTSSCOV2R?3MENTAL AFFAISS

STATE 00VKRNMENT

LUXL GOV2RNMEKT

Ms. Pamela Taggarf
Research Coordinator
AJben Einstein Medical Center
Department of Emergency Medicine
5501 Old York Road
Philadelphia%PA 19141

Dear Ms. Taggart:

I am in receipt of the public disclosure/cornmutity notification letter dated June 23, 1997———
and signed by Drs. William C. Dalsey and Mark J, Kaplan. After reading the information
contained therein I was left with several questions and concerns which I have outlined below.

O SELECTION CRITERIA

Are the 20 people who will initiallybe involved in the study current hospital
patients or fiture emergency room trauma patients? If the latter,

What criteria will be used to decide which half receives DCLHb and which
half receives the saline solution?

Will those invo!ved be from a select group of people, i.e., poor, Healthy
Choices, etc?

If a patient in severe shock and having lost large amounts of blood is
included in the study and administered saline solution rather than DCLHb,
does the 40% motiality rate increase and what percent are expected not to
make it?

Explain how administration of saline solution saves critical time in
stabilizing trauma patient and prevents lack of oxygen to vital tissues from
resultinc in orszandamage and/or death.— .

... . ..- ..
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O SIDE EFFECTS:

e In what type of lab tests were result changes noted; were these changes
positive or negative; were they mino:ror significant; and what effect
doeskould these changes have on proper medical treatment including
decisions of administration of medication?

$0 How “temporaxy”are the side effects specified?

e Were any NEGATIVE or lasting side effects noted, the possible severity,
and method of treatment?

Q WAIVER OF CC)NSENT

e What, if any, recourse does a patient have who finds hirrdherself involved in
a study against their will or in opposition to reiigious or other doctrines?

o What recourse does patient’s family have if patient dies or becomes
permanently disabled as a direct result of involuntary participation in this
study using waiver of consent? Can/Wii Albert Einstein Medical Center be
held responsible and liable for damages?

* What extra measures will be incorporated to locate the next of kidlegal
guardian before inclusion in this study and how diligently will these
measures be pursued by hospital staff?

I would be extremely interested and appreciative of n response to my queries as I’msure
many of my constituents will have some of the same concerns. I look forward to hearing from
you in the near iiture.

Sincerely,

Shirley M. Kitchen
State Senator - 3rd District

SMK:sm
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August 13, 1997

Shirley M. Kitchen
Senate of Pennsylvania
Senate Box 203003
The State Capitol
Hanisburg, PA 17120-3003

Dear Semtor Kitchen:

In response to the questions in your letter of July 9, I have prepared the following answers
and included documentation for your review. The data is obtained from the Protocol
(dated 10-3-97) and the Investigator’s Brochure (dated 5-29-97) provided by Baxter
Healthcare Corporation.

I. Selection Criteria
1. Yes, the 20 people who will be enrolled in the study are fhture emergency room

trauma patients.
a. Patients will be randomized by using sealed, sequentially-numbered envelopes.
Inside each envelope is the name of the solution that the next patient gets (e.g., the
first patient gets whatever is printed inside Envelope #l). These envelopes are
prepared in advance by our sponsor, Baxter HealthCare.
b. All patients in severe shock will be considered for this study. There are specified
criteria which must be met (e.g., z 18 years of age, non-pregnant) including
medical criteria (e.g., isolated head injury will exclude a patient from study) and
they will be uniformly applied during the cmurseof the study.
c & d. Forty percent motiity is the current national average for this group of
trauma patients. Saline-treated patients will serve as a placebo control and the
mo~ality rate is expected to remain the same (400A)since no standard therapy
will be withheld from any patients. Baxter hopes to see as much as a 25°/0
decrease in motiality in DCLHb-treated patients (i.e., moxtahty would drop fkom
40% to 30VO).

II. Side Effects
1. Some laboratory tests have been noted to change with DCLHb use, including

proteins and enzymes that could indicate damage to organs such as the pancreas
and liver, or to muscles. These include elevated levels of bilirubin, AST, CPK, LD-
5, and amylase as well as transient hemoglobinuria. In patients who have received
doses of DCLHb greater than 500 ml, jaundice (yellow cololing of the skin) has
also been noted.

2. Jaundice stafls soon afler DCLHb ini%sionand usually lasts 24-72 hours without the
occurrence of any medical problems. In studies to date, the increased laborato~
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laboratory values appear at?er the infision of DCLHb and most have returned to
baseline by Day 7 post-infbsion.

3. There have been no trends noted in “’lastingside effects.” There have been four
reports of serious adverse events mpofled by investigators as being related to the
infhsion of study product. TWOwere cases of pancreatitis in surgical patients (one
for hip replacement the other for radical prostatectomy) which both resolved with
treatment; one was a case of kidney failure after cardiac bypass surgq which was
treated with hemodialysis for two days and then resolved; one case involved death
in a stroke patient. It is impossible to say with certainty whether these incidents.
were caused by the blood substitute or by the patients’ underlying medical
conditions.

III. Waiver of Consent
1. Recourse for participation

a. As soon as the patient regains competency or the next-of-kin is Iocate& they
will be informed of the patient’s p,a.rticipationjn the study and asked to sign a
Consent to Continue form. If they refuse, they will no longer participate in the
assessments required by the study. You should note however, that the blood
substitute will be infised within the first hour of shock and the Consent to
Continue will most likely be afier-the-fact. There are safety and efficacy
assessments which are done for 28 days after receiving the blood substitute and
these ~vouldnot be petiormed if Consent to Continue was not granted.
b. JJ’ehave attempted to address religious beliefs by stating that “known objection
to the use of blood or blood products” would exclude a patient born the study.

2. Recourse for death/disability
a. From the Consent Form: “If I become physically injured as a direct result of
participation in this study, the medical care needed to help in my recovery will be
provided. at no cost to me, by the sponsor (Baxter Healthcare). No compensation
other than free medical care will be provided. I understand that in the event of any
inju~ resuhmg from my participation in this project, I will be provided with
clinical Iy appropriate medical care for that inury within the capabilities of Albert
Einstein Jtcdical Center.”
b. Ho~vel’cr.this drug has been studied in consenting populations prior to the start
of this study. These studies include: 24 healthy subjects, 18 hemodialysis patients,
120 hemorrhagic shock patients, 80 orthopedic surgical patients, 60 patients
undergoing abdominal aofic repair, 20 patients undergoing “major surgery”, 20
“critically i11”’patients, 30 “critically ill post-surgical” patients, 80 acute ischemic
stroke patients, 80 acute anemia patients, 200 cardiac surgical patient, 26 “high
blood loss*”surgery patients, 24 “high blood loss” orthopedic surgery patients, and
20 hemodilution patients. Roughly half of these patients (372 people as of Nfay
29, 1997) have received DCLHb in varying doses.
c. The Waiver of Consent for this study has been approved by the U.S. Food &
Drug Administration and by the Albert Einstein Medical Center Institutional
Review Board, pending community consultation.
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. 3. Because the blood substitute must be given as soon w possible once the patient
goes into shock, there will not be time to search for next of Icin/legal guardian
before initiating the study. However, Resewch Personnel will begin to look for
next of kin as the Trauma Team initiates study participation. The exact steps they
will follow are listed in the attached Albert Einstein Medical Center document:
Waiver of Consent Guidelines.

We hope this answers your questions and concerns. Thank you for taking the time to
familiarize yourself with our proposed study.

Sincerely,

Mark J. Kapl~ MD
Director of Trauma/Critical Care
Department of Surgery

Pamela Taggart, RN, PhD
Clinical Research Coordinator
Department of Emergency Medicine

.

_-—_
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Waiver of Consent Guidelines

L Patient/Subject Identification and Legal Representative Notification
Algorithm

Many patientswho would be candidates for Emergency Medicine Studies may be
the victims of multiple trauma and would be incapable of giving informed consent
due to the nature of their injuries, pre-existing substance abuse, or medications
(e.g., narcotics, anesthesia) received for their injuries. Waiver of consent would be
used only in cases where the study subject is not able to give informed consent.
men employing the exception horn informed consent procedur~sfor participation
of a potential subject in a study, the investigator or hifier designees must diligently
attempt to (1) establish the identifi of the potential subject, and (2) contact the
potential study subject’s legal representative to obtain informed consent for
participation in the study. The procedures employed to establish subject identity
should be carried out in parallel with the initial medical treatment of the subject
(e.g., stabilization of the subject by hospital personnel, law enfc)rcement officials,
paramedical personnel or other qualified individuals at the accidem site). All efforts
should be documented in the patient’s medical record.

1. Personal physical search of the subject and hisher possessions.

The personal effects of the subjects should be inspected for clues leading to
identification. These effects may include wallets, purses, identification tags,
personal effects such as jewelry (engraved watches,
miscellaneous effects on the person. The stretcher
subject was transported should also be examined.

2, Local law etiorcement authorities.

wedding bands, bracelets) ‘or
and blankets upon which the

Local law enforcement authorities may be called upon to provide assistance to the
investigator’s institution with respect to the following additional means of subject
identification. .

a) If the subject was involved in a vehicular accident, searching the vehicle may
provide additional information. Other passengers in the vehicle may be
identifiable, which could, if feasible, provide corollary sources of information
to identi$ the subject.

b) A license plate check of the subject’s vehicle through the state motor vehicle
agency, if feasible, may yield identity and residence information.

Page 1 of 3
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— c) Witnesses or passersby at the accident scene may be able to provide
itiormation leading to identity of the subject.

3. Fire-rescue/ambulance personnel may have information obtained from the
scene where the patient was found. If ambulance personnel have left Einst~
phone calls to the central dispatch can result in their returning your call and
answering questions. This works best if implemented before a change-of-shifl
occurs. The ED Medical Clerks can assist you in finding phcme numbers for
dispatch; please let them know if you are expecting any return calls.

.

B. Contacting the Legal Representative of a Potential Study Subject.

Once the identity of the subject has been established, the investigator must
endeavor to contact the legal representative of the subject. It is reasonable to
assume that these activities may occur in parallel with the initial stabiiiition and
treatment of the subject by all ordinary and customaxy medical means. The degree
of effott, zeal, and commitment employed in idcntifjing and contacting the legal
representative of a subject who is unable to give informed consent should be
commensurate with that by which a disinterested observer could reasonably expect
an individual tndy committed to the goal of findingsuch a representative.

Specific suggestions for ident@ing and contacting a subject’s next of kin and/or
legal representative are as follows:

1. Relevant telephone numbers: at least three calls over sixty minutes to the
residence appearing on the patient’s driver’s license and/or to any identified
relativeflegal guardians will be made. Daily or tice daily phone calls after the
initial attempts

~ Local law enforcement authorities may, if feasible, urgently visit the subject’s-.
or relative’s residence in an attempt to establish contact.

IL Procedures for Obtaining Exception from, and a Waiver of, Informed
Consent.

A. Obtaining informed consent

Upon identification of a potential study subject who is unable to give informed
consent by virtue of mental incompetence or impaired mental status, the
investigator will, with due diligence, endeavor to contact the subject’s legal
representative, following the algorithm provided above. The purpose of this
contact with the subject’s legal representative is to (1) inform the subject’s legal
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representative of the clinical status of the subject, (2) raise with the subject’s legal
representative the possibility of participation of the subject in the research study,
(3) review the informed consent statement (previously approved by the IRB) with
the subject’s legal representative, and (4) seek the consent of the subject’s legal
representative for participation in this study. Informed consent obtained verbally
via teiephone must be subsequently confirmed in writing.

B. Waiver of informed consent

If it is determined that it is no~ possible to contact the subject’s legal representative
to obtain informed consent (by use of above algorithm), the investigator may
pursue the process for an exception from informed consent. The investigator will
document this in the patient’s medical record and notify the IRB within five days.

The investigator must continue to make diligent periodic effofis to identi~ and
contact the subject’s legal representative to rat~ the decision to enroll the subject
in the study and to give prospective informed consent for hidher continuing
participation in the study. Documentation of continuing, repeated effort to
contact and notify the legal representative of a subject of hisfier ongoing
and/or past participation in the research study under a waiver of informed
consent must be made in the medical record. The investigator will report to

the IRB weekly on ongoing attempts to contact the patient’s legal
representative.

If the subject regains the ability to give informed consent or initial contact with the
subject’s legal guardian is made afier the patient has been enrolled in the study, the
investigator is required to follow the procedures for itiormed consent and, if
agreement is reached, have the subject or hidher legal representative sign a Consent
to Continue Form. The person signing the form should be given a copy of both the
original Itiormed Consent and Consent to Contirme forms.
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. Addendum 1

Response to Hot-line advertised in flyer and press releases:

7-10-97: message from George Butts (686-1 158), Acting Captain,

Philadelphia Fire Department; wa~ted permission to publish

information in his newsletter for p,ararnedics (granted); wanted more

info (sent 2 copies of flyer # 5-5-97 to his attention@ Fire
Administration Building, 240 Spring Garden Street, Philadelphia, PA

- 19123-2991)

8-4-97:message from Beverly Wheeler (456-6586 @Einstein); was at
Cornrnunity meeting for Einstein Employees, wanted more written
information on the actual blood substitute & how the study will be
done (walked over to her office with 2 copies of Consent Form)

. 8-14-97: message from Rob Starkes (951-0330, ext. 126/FAX: 951-0342)
from GroundWorks Youth Magazine; left voice mail on his phone on
8-19-97 asking which type of info he was requesting (flyer, letter,
consent form); he lefl voice mail for me later on 8-19-97 ,and requested
a copy of the consent form; on 8-20-97 I faxed a flyer anti consent
form to him

Al



Addendum 2

Response to Baxter (?) ilom “concerned Philadelphia resident”:

8-14-97: message horn Baxter that they had received a call fiorn Bernard
Jackson (549-2097) offering his help in more community notification;
after a few failed attempts, I reached Mr. Jackson on 8-25-97 &he
stated that while he was concerned about the “poor turnout” (reported
to him by one of the attendees of the 8-12-97 meeting), he was more

_ interested in taking Einstein ador Baxter as a client since his business
is marketing-consulting; we talked for awhile (mostly he talked about
the “big companies” and how they do not approach marketing in the
best way) and then we said good-bye; he did not request information
on the study

—
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GREETING

-

Thank you for calling the MetroHealth Medical Center trauma research hot line.
For information in English press”1”. For information in Spanish press “2”.

Gracias por llamar a la lines de emergencies para investigation de traumatismos
del MetroHealth Medical Center. Para information en ingIes, marque”1”. Para
information en espanol, marque “2”.

I

INTRODUCTION
This line is to answer questions about a study we will be conducting at
MetroHealth Medical Center. We also ask that you share your views or concerns
about this study by leaving a message at the end of this tape, YOTJmay also leave
a message at any time by pressing “0”.

Treating seriously injured trauma patients is one of our-specialties at MetroHealth
Medical Center. We help many people survive life threatening injuries. In spite
of the best medical care available by trauma doctors, some injured patients in
severe shock because of bleeding may not survive. It is estimated that with the
best care available today, 4 out of every 10 patients with this type of injury will
not survive. Finding new ways to save these lives is very important. Studies
suggest that anew product, DCLHb may improve the chance of survival after
blood loss. The doctors at MetroHealth Medical Center hope that by taking part
in this study we may learn how to improve the care of patients with severe blood
loss.

To learn about DCLHb press”1”. To learn about an exception to informed
consent press “2”. To learn about the safety, risks and side effects of DCLHb
press “3”. TO Ieam who may take part in this study press”4” or you may leave a
message after the tone.

PART ONE
Baxter Health Care has developed a new blood substitute called Diassprin Crcss-
Linked Hemoglobin or as we call it DCLHb. It is made from outdated donor
blood that can no longer be used for blood transfusions. The blood used to make
DCLHb has already been tested and found negative for diseases such as AIDS
and Hepatitis. Hemoglobin, the substance in the blood that canies oxygen, is
removed born the donor blood. It is then filtered and heat treated to fhrther lower
the risk of causing any disease.

.,
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DCLHb has shown that it may help patients with severe shock from blood loss
because it can cmy oxygen to vital organs and tissues and raise blood pressure.
DCLHb can save critical moments because it requires no blood typing and can be
given immediately after a patient’s arrival. Baxter Health Care is now testing
DCLHb in many of the countries finest trauma centers, including Metro Health
Medical Center, to show if it can help save lives in severe shock from blood loss.

DCLHb is given in addition to all other standard treatments including blood, if
necessay. Therefore, there is still a great need for volunteer blood donations.

To return to the main menu press “5” or you may record your message tier the
tone.

PART TWO
The Federal Food and Drug Administration is allowing Baxter Health Care to do
this emergency study under an ‘exception from infotied consent’ because the
benefits to those patients who take part in the study are felt to be greater than the
risks. DCLHb has the best chance of saving lives if it is given within 30 minutes
of the start of shock. Trauma patients in severe shock from bleeding are in
desperate need of immediate treatment but maybe too ill to give pemission to
be in this study. Sometimes itmay be hard to contact a family member in time to
treat the patient with DCLHb. EveW effort will be made to get permission
before giving DCLHb. If we cannot get permission in time, some patients may
receive DCLHb before informed consent occurs. In all cases, permission will be
obtained from patients or their families as soon as possible. The patient or folly
member can then decide whether or not to continue in the study.

To return to the main menu press “5” or you may record your message tier the
tone.

PART THREE
As with any treatment, it is possible that DCLHb could cause reactions or
discomfort. Approximately 350 patients have already received this drug in other
studies that have shown the safety of DCLHb. A few temporary side effects have
been noted in these studies. These temporary side effects include a hamless
yellowing of the skin, a red discoloration of the urine, a change in some lab tests
or the inability to do certain tests accurately. Some of the other temporary
effects are abnormal kidney function, nausea or vomiting, headache, signs of
allergy to DCLHb and stomach, back or muscle pain. DCLHb may also raise
blood pressure which may be helpfhl to patients in shock. The use of DCLHb
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could cause reactions that are not yet known. Independent experts will monitor
patient safety throughout the trial.

To return to the main menu press “5” or you may record your message ailer the
tone.

PART FOUR
A total of 850 adult patients may take part in this study in trauma centers
throughout the country. Over the next 18 months, approximately 30 critically
injured patients will be in this study at MHMC. Pregnant women will not take
part in the study. Each person in the study will be assigned to one of two groups
by chance. All patients will receive standard trauma care regardless of which
group they are in. In addition to standard trauma care, one group will receive
DCLHb and the other will receive a saline solution. Patients in both groups will
receive all other standard treatment for their injuries, including blood if needed.
There will be no extra charges to patients due to the study.

DCLHb may improve the fhture care and sfi.val of critically injured patients in
shock from bleeding. The trauma surgeons and the emergency medicine staff are
pleased to be part of the trial of this exciting and promising new product.

To return to the main menu press “5”. Please share your comments about this
study after the tone. Thank you for your time and input.

.. . .=
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PAGE Ii

[INTRODUCTION]

—

Gracias por Ilamar a la lirtea de emergencies para investigacitin de
traumatismos del MetroHealth Medical Center. Para informaci6n en inglds,
marque “l”. Para informaci6n en espafiol, marque “2”.

Esta lines se ha establecido para responder las preguntas sobre un estudio que
se Ilevar4 a cabo en el MetroHealth Medical Center. Tambi4n deseamos
brindarle la oportunidad de compartir sus puntos de vista y sus
preocupaciones sobre dicho estudio. Usted puede dejar su mensaje en
cualquier memento de esta grabaci6n marcando “6”.

Una de las especialidades del MetroHealth Medical Center es el tratamiento
de pacientes traum~ticos gravemente heridos. Ayudamos a muchas personas
a superar heridas mortales. Es posible que, a pesar de la excelente atenci6n
mddica ofrecida por Ios m~dicos traumato16gicos~ -algunos heridos con shock
grave a causa de masivas hemorragias no sobrevivan. Se estima que,
actualmente y con la mejor atenci6n mddica disponible, 4 de cadi~10 pacientes
con este tipo de heridas, no sobreviven. Es muy irnportante encontrar nuevas
maneras de salvar estas violas. Los estud.ios demuestran que un nuevo
producto, la droga DCLHb, puede mejorar las probabilidades de supervivencia
despuds de la p&dida de sangre. Los mddicos del MHMC esperan que,
participando de este estudio, les sea posible aprender a mejorar la atenci(h de
10Spacientes con graves pt!rdidas de sangre.

Para mAsinforrnacih sobre la droga DCLHb, marque “l”. Para mis
inforrnaci6n sobre la excepci6n al consentirniento inforrnado, marque “2”.
Para mis informaci6n sobre seguridad, riesgos y efectos secundarios de la
droga DCLHb, marque “3”. Para mfis informaci6n sobre quidnes pueden
participar en este estudio, marque “4” o deje su mensaje despu& de la sefial
audible.

[PART ONE]

Baxter Health Care ha desarrollado un nuevo sustituto de la sangre llamado
Hemoglobins Diaspirina de Lazes Cruzados o, como 10 denominamos
nosotros, DCLHb. Este tipo de hemoglobins se fabrica con sangre de donantes
vencida que ya no puede ser utilizada en transfusiones. La sangre que se
utiliza para elaborar la droga DCLHb ya ha sido analizada y SLIresultado es
negativo para enfermedades tales como el SIDA y la hepatitis. La
hemoglobins, sustancia de la sangre que transporta el oxfgeno, se extrae de la
sangre donada. Luego es filtrada y tratada con calor para dismimir aun m& el
riesgo de causar alguna enfermedad.

1



E1 producto DCLHb ha demostrado que puede ayudar a 10Spacientes en estado
de shock severo causado por la p4rdida de sangre, ya que puede transporter
oxigeno a 10S6rganos vitales y a 10Stejidos, y elevar la presi6n sanguinea. Esta
droga puede ahorrar instantes de importancia critics porque no exige un tipo
especifico de sangre y puede administrarse inrnediatamente desputls del
arribo del paciente. Actualrnente, Baxter Health Care est~ probando la droga
DCLHb en muchos de 10Smejores centros de tratamiento traumato16gico del
pais, entre ellos el MetroHealth Medical Center, para demostrar si este
component puede salvar las violas de 10Spacientes que han entrado en shock
grave debido a una abundante pdrdida de sangre.

La DCLHb se administra adem~s de todos 10Sotros tratamientos
normalizados, tal como las transfusions, si ~stas fuesen necesarias. Por 10
tanto, todavia existe una gran necesidad de contar con donaciones voluntaries
de sangre.
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Si desea m4s informaci6n sobre la excepci6n al consentimiento informado,
marque “2”. Si desea m~s informaci6n sobre seguridad, riesgos y efectos
secundarios de la DCLHb, marque “3”. Si desea miis informaci6n sobre
quihes pueden participar en este estudio, marque “4” o deje w mensaje
despuds de la sefial audible.

[PART TWC)]

La Federal Food and Drug Administrdion permite a Baxter Health Care llevar a
cabo este estudio conforme a una ‘excepci6n al consentirniento in.formado’
porque se supone que 10S beneficios para 10S pacientes que participant en
este estudio son mayores que 10S riesgos. La droga DCLHb tierw m~s
oportunidad de salvar violas si se administra en 10Sprimeros 30 minutes
posteriors al inicio del shock. Los pacientes traudticos que sufren shock
severo debido a una p&dida masiva de sangre tienen la necesidad
impostergable de recibir tratamiento de irunediato; sin embargo, es posible
que esth demasiado enfermos como para autorizar su participaci6n en este
estudio. A veces, es diffcil comunicarse a tiempo con un familiar de la
vfctima para administrable este producto. Se realizariin todos 10Sesfuerzos
necesarios para obtener la autorizaci6n antes de administrar la droga DCLHb.
Si no puede obtenerse la autorizaci6n a tiempo, algunos pacientes pueden
recibir la droga DCLHb antes de que se haya obtenido el consentimiento
informado. En todos 10Scases, se obtendrti la autorizaci6n de 10Spacientes o
de sus familiars tan pronto como sea posible. El paciente o un familiar del
paciente pueden decidir si desean o no continuar participando en el estudio.

Si desea m~s inforrnaci6n sobre la droga DCLHb, marque “l”. Si desea mtis
informaci6n sobre seguridad, riesgos y efectos secundarios de la droga DCLHb,



marque “3”. Si desea mifw informaci6n sobre quidnes pueden participar en
este estudio, marque “4” o deje su mensaje despuds de 1a sefial audible.

[PART THREE]

. .
e me la admwStrac16n de la

a DCJ .Hb nro voaue ciertas reacclones e m~od. . idad al vac~e*
Alrededor de 350 pacientes ya recibieron esta droga durante el curso de otros
estudios, 10 cual demuestra la seguridad de la misma. En este tipo de estudios,
es posible observar algunos efectos secundarios temporaries. fistos efectos. . ., . .

oranos v-~a coloraclon amar&nta de la..
16n rol z~ de la wna. carnlnos en al~unos an~hsls de1

. .
. . . . . .

d de reati con ~ecm5n detezmuuidos anahsls. .
efeQos se~s wuden ~clo~o ren&W2U?&& ‘,cabeza, -as de @la a la d~a lXU-Ib y.,or estom~r o de e~alda. Es uoslble aue la ad~# . .

esta dr~e la ~a. 10 Cual Puecle Ser beneifuuw ?~ra.
aclm en est~ck. El uso de 3 DCJ .-e pro ocar
. ,

m Durante todo el estudio, la sup~rvisi6nreacclones aue tmvla se desconoc
de Ia seguridad de Ios pacientes estar~ a cargo de expertos independientes.

Si desea miis informaci6n sobre la droga DCLHb, marque “l”. Si desea miis
informaci6n sobre la excepci6n al consentimiento inforrnado, :marque “2”.
Si desea m4s informaci6n sobre quidnes pueden participar en este estudio,
marque “4” o deje su mensaje despu4s de la sefial audible.

[PART FOUR]

Un total de 850 pacientes adultos pueden participar en este estuclio en 10S
centros de traumatologfa de todo el pafs.

PAGE 3/

Durante 10Spr6ximos 18 meses, alrededor de 30 pacientes gravemente heridos
participariin en este estudio en el MHMC. Las mu.jeres emb-das no. .
PafiWan ‘n este =~ ‘ . Cada persona que participe en el estudio ser~
asignada al azar a uno de dos grupos. Todos 10Spacientes recibirh la atenci6n
t-raumato16gica normalizada, sin consideraci6n del grupo al que pertenezcan.
Adem6s de la atenci6n traumatoMgica normalizada, un grupo recibir~ la
droga DCLHb y el otro, una soluci6n salina. Los pacientes de ambos grupos
recibirtin todos 10Sotros tratamientos nmrnalizados que requieran sus
heridas, M como Ww&w2Mss~ ~stas fU!?senLUXQW’las.No habr~ ca-

. . .
. . . . .

~dlcloti para 10Spacl~nt~~en en el estudlo”

La droga DCLHb puede mejorar 1a atenci6n y la supervivencia futura de 10S
pacientes gravemente heridos en estado de shock como consecuencia de una
pdrdida masiva de sangre. Tanto 10Scirujanos traumato16gicos como el

3



personal m~dico de emergencia se sienten complacidos de participar en el
estudio de un producto nuevo tan promisorio.

Si desea m4s informaci6n sobre la droga DCLHb, marque “l”. Si desea m~s
informaci6n sobre la excepci6n al consentimiento inforrnado, marque “2”.
Si desea m& inforrnaci6n sobre seguridad, riesgos y efectos secundarios
del producto DCLHb, marque “3”. Por favor, deje sus comentarios sobre el
estudio despu4s de la sefial audible. Gracias por su tiempo y sus
opiniones.

—



-.

.



fUM?9-97FRI 10:50 Afl EMERGENCYtlEDICINE FAXNO.2167785349 P.03
.

MetmHdthMti CenceT

+1#

2500 MecroHcalthDrive, Cleveland, Ohio 441091998

216398-600

w

August 26,19971:29 PM

Dr. Joseph Layo~ MD, SACP,would like to have fhrtherwitten informationon IXLHb the
product and the study. You can reach him at 352-39$0049,

Department of Anesthesiology
Divisionof EmergenoyMedicine
Box 100392

(hi.n@q ~Ori& 32610 “
The Shcns Hospital at the Univer@ of Florida

.

QuG 29 ’97 9:44

Af)kddJl C2aKwarmR&lvcuiwmq 43!!
Z1S1778S349 PRGE .003
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AUG-29-97FR1 10:50 fill EtlERGENCYflEDlCINE

[“-qia C@ tika, 04:57 PM S/26/97, W: Preventing Trauma Detatha 1

X-Sender: rcydulka@mhnet.mhmc.org
To: ltrexler,cemexman
From: rita cydulka <rcydulka@metrohealth.erg>
Subject:FWd: PreventingTrauma Deaths Is Target Of MetroHealth Study

>I)ate: Sat, 23 Aug 1997 12:19:55-0400 (EDT)
>From:Rcydulka@aol.com
>To: rcydulka@metrohealth.org
>Su.bject:Fwd: PreventingTrauma DeathsIs Target Of MetroHealth Study
>
>
>---------------------
>Forwardedmessage:
>Subj : Fwd: PreventingTrauma Deaths Is Target Of MetroHealth Study
>Date: 97-08-20 12:21:54EDT
>RorcL: AES6
>To: Rcydulka
>
>Dear Rita: Once again you are in the national news . . . .
>

. >Al
>------- ------- -------

>Forwardedmessage:
>sub~: PreventingTrauma Deaths Is TargetOf MetroHealthStudy
>Dat~: 97-08-1921:24:35EDT
>From: AOL News
>
> CLEVELAND,Aug. 19 /PRNewswire/MetroHealth
of 35
>hospitalsacross the countrywhich is testinga
live-saving

Medical Center is one

potentially

>treatment-forpatients sufferingfrom severe traumatic injuries.
Known as
>the
>DCW Trauma Study, the study focuseson patientswith
life-threateningblood
>1OSS through the administeringof an oxygen-richblood substitute,
along
>with standardemergencytreatment.
> The oxygen-carryingblood substitutehas significant
applicationin
>trauma
>Situations where large amountsof blood 10SS may result in lack of
oxygen to
>vital tissues. Patientscan go into shock,which can lead to
multipleorgan
>failureseveral days or weeks afterthe initialtrauma. The new
blood
>solutionhas the abilitynot only to carryblood to these tissues,

I Printed for Lee Tr4yr <ltrex.ler@met=h@.ti.erg> 1 1—... - ..-.
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- rita _ M: Prw-ting Trauma Deaths@ulk-&, 04:S7 PM 8/26-j=J 3

r.- –=. but seems
>to increaseblood
> Half of
study
>Wi11
>receivethe blood
half!
>will

flow to vital organswhen a patient is in shock.
the approximately 30”patients whom MetroHealthwill

substitutein the EmergencyDepartment; the other

>receive a placebo,salinesolution,in addit:ionto the standard
emergency
>Care.
> More than 150,000peopledie annually from trauma-related
injuries,
>xnaking
>this the number one causeof death for Americansunder the age of 45.
> &other
>two million people are severelyinjuredevery year in this country.
With all
>traumas, time is of paramount importance in-treating the patient.
> “It is critical in trauma situations that the
oxygen-carryf.ng
>solution be
>given within the first hour of the patient’s arrivalat the
hospital,”said
>Rita K. Cydulka, directorof MetroHealth’sEmergencyMedicine
Residency

— >Programand principalinvestigatorfor the DCLHb study. This is now
>possible,
>even without familyconsent,becauseof recentlyadoptedguidelines
by the
>U.S. Food and Drug Administrationand the Officeof Protectionof
Patient
>Rightswhich waive consentin studiesof emergencytherapies.
> “More than 700 patients across the country with other
illnesses
>have
>participatedin hemoglobin studies with encouraging results,” said
IX.
>Cydulka. “We hope for similarresultsfrom DCLHb.”
> The DCLHb productis manufacturedby Baxter Healthcare
Corporation
>and
>the study is supervisedby the FDA. For more informationon the
study, call
>216-778-2131.
> co: The MetroHealthSystem
> ST: Ohio
> IN: HEA
> Su :

——
r~~ for Lee Trexler <ltrgxl@r@xnetroh@alth.erg> ‘–-

.——.
2 1
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Exita qdulka, 04:57 W 8126!97, Fwd: Prawting Trauma Daaths 1

>
>To edit your profile, go to keywordNewsProfiles.
>Far all of today’s news, go to ke~ord News.
>
>
Rita K. Cydulka,M.D.
ResidencyDirector,
EmergencyMedicine
MetroHealthMedical Center
Case Western Reserve UniversitySchoolof Medicine
Cleveland,Ohio
ph:216-778-5088
fax: 216-778-5349
e-mail address:RCYDULKA@METROHEALTH.ORG

. ~rintd foe Lee Trader “Utrexld!m=~* .org> ——3—-—.——.. ——
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Company Press Release w&
Source: The MetroIksilth System

Preventing Trauma Deaths XsTarget Of MetroHealth Study

CLEVELAND, Aug. 19 /PRNcwswird Metro?kdth Medical Center is one of35
hospitsls across the country which is testing a potentially live-saving txeatmentfor
patients suffering from severe traumatic injuries. Known as the DCLHb Trauma Study,
the study focuses on patients with life-threatening blood loss through the administering of
an oxygen-rich blood substitute, along with mmdud emergency treatment.

The oxygen-catryhg blood substitute baa significant appljcacion in trauma situations
where large amounts of blood loss may result in lack of oxygen to vital tissues. Patients
can go intoshock, which can lead to multiple organ failure several days or weeks after the
initial trauma. The new blood solutionhas the abilitynot onlycocturyblood to these
tissues, but seems [Oincrease blood flow to vital organs wiien a patientis in shock.

Half of the approximately 30 patients whom MetroHealth will study will receive the
blood substitute in the Emergency Department; the other half will reocive a placebo,
saline solution, in addition to the standard emergency care.

More than 1S0,000people die annually tim trawmorelated injuries, making this the
number one cause of death for Americans under the age of 45. Another two million
people are severely injuredeve~ yeu in thiscounUy.with ail trawnas,timois of
paramount importax in treating the @lent.

“It is critical in trauma situations that the oxygen-carfyhg solution be given within the
fust hour of the patient’sanival at the hospital,” mid Rita K. Cydu~ director of
MetroHeaith’sEmergency Medicine Residency Program and principal itwitigator for the
DCLHb study, This is now possible, even without family consent, because of recently
adoptd guidelines by the U.S. Food and Drug Administnuion and the Offk of
Rotection of Patient Rights which waive consent in studies of
emergency therapies.

“More than 700 patients across the country with other illnesses have participated in
hcmoglobii studies with encouraging results;’ said Dr. Cydulka. “We hope for similar
~6dtS ftoxn -:’

The DCLHb product is msnufacnaredby Baxttx Healthcare Corporation and the study is
supervised by the FDA. For more information on the study, call 216-778-213L

SOURCE The MetroHcalti System

Z “d AN (RWIIH NWHS31W 1./c~9Z:(M 26, W !YIY
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WAW$CM
BaxterIkdhcae Corpo@ion
BloodSubshtes
RQuto120&Wiison Road WG>3S
RoundLak, minoia60073

Doarhfr,highg

Chdes E. lhnnaIA MD,Chaknmofthellqmbnmt ofb=gcncy Med@neat MdrdMthMedical

Mamhddmrn-**w-m* timm A*19,1w. Dr. qdulk&thcsite
Prinq)le hdgator, WaaOutof town onthatdiate Dr. EumrnMnrecalledto methazthc intuvkw
amwstcdofIx&fqucstionaandanw=stiti~,=h=

● why &c study iaimportmt

● howitwiJlhelpmwrnapatientarnaewmhcmmh@csh@”

# thegeawalnatureof thestudy

* Teasona we putoutanowmmnta shout the study

Ihop thisprovidesthe informatia youncedrcgmdingthe interview.PleaselUmclmowif anyother
MbmMion ismquhed.

AMC

w ClinTnala ~ Inc.

OCT 10 ’97 14:34 2167785349 PRGE .002
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Metrohealth System Video
Date: Unknown

Newsroom Scene:
Newsman (Nanle not provided): “A bloodsubstitutecould be pumped into your veins if you
need it. Metrohealth Medical Center is one of 35 hospitals nationwide that will start
administering an oxygen rich blood substitute to patients with life-threatening blood loss. It
could increase blood flow to vital organs when a patient is in shock.”

Hospital Scene:
Dr. William Fallen, Jr., Trauma Care Metrohealth: “ .somebody is bleeding or has actually lost
blood and you can document that, or that their vital signs are unstable enough so we would call it
at the shock state, those are the people we would target for this study.

l$ewsman narrates: “Dr. Fallen said the experiment known as OCLHb trauma study will begin
testing very very soon.”

NOTE: Newsman spelled out O-C-L-H-B, not DCLHb. -
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MetroHealth Medical Center
2503 MctroHealth Drive, Cleveland, Ohio 44109-1998

216398-6CXXJ

July 11, 1997

Dear Emergency Medicine Providen

MetroHealth Medical Center (MHIUC) has been selected as one of 40 major trauma centers ,0
participate in the evaluation of a new blood substitute for trauma patients su&ering from severe blood
loss. As you know, patients with Class 3 or Class 4 hemorrhagic shock have an expected ‘vortality
rate of at least 40?% Clearly the development of improved therapies for this condition is vitsd.

Anew blood substitute manufacturedby Baxter HeaIth Care, b~ Diasprin Crms-Liied Hemoglobm
(DCLHb), has potential to improve suMval in hemorrhagic shock. The safety of DCLHb has been
established through clinical trials throughout the US. Some of the .hnpmtant DCLHb product ‘
properties include:

● Increase in Mean Arterial Pressure
● Restoration of Base Dei5cit
● Restoration oflxtate Levels
● Restoration of Subcutaneous POX
● Restoration of Mucosal P02
● Reduction of W.cteriaJTransIocation

DCUlb hasmanyotherbeneficialproperties. It is a purifiedhemoglobinscdution manufactured from
units of outdated human donor blood. The manufacturing process includes several steps which
eflkdvely reduce the risk ofvirus transmission to that of other hat treated biologic solutions, such
as albumin. In additio% DCLHb requires no blood typing and can be stored in the emcrgenc

department thereby saving precious moments in the treatment of this life threatening condition.

Approximately 850 patients will be enrolled throughout the country in this important trial. Each
patient will be randorniy assigned into one of two patient groups. One group of patients will erve
as a control, the other group will receive DCLHb. Patients in BOTH groups wiil :ceive ALL
STANDARD THERAPIES for their conditio% inc!udmgblood transfusions, ifapprop’: ite. Patients
will incur no additional expenses due to their participation in this study.

The conduction of this trial is possible in part because of new FDA regulations go- iting an

exception’from tiormed consent. Trauma patiehts experiencing hemorrhagic shock may .Jt be able
to provide infiormed consent to participate in a drug trial, yet are “mcritical need c immediate
treatment. The FDA has granted the exception from informed consent for this triai because the

benefits of participation greatly outweigh the risks. Every effo~ will be made to obtain consent fkom
patients or their family members before study enrollment. However, in some cases it will not be
possible to obtain consent withh the time frame for treatment necessitated by the critical nature of
patient condition. In these cases, itiorrned consent till be obtained from all participants or their... .. .. ..

Afiliaud WI(JI Ciw Wemz-m Rcsmve lhuvrrsuy
a



ftilcs as soon as possible. The patient or ffily member can ddne finher participation at any
time.

A with any treatmerIGit is possiblethat DCLHb ca.dd cause reactions or discmnfort. Approximately
350 patients have already received ttis d~g in other studies that have shown the safkty of DCLHb.
A f- temporary side effects have been noted in these studies including:

● headache muscle, back or abdomirud pain
● genemd weakness
“ a red discoloration in urine (not true hematuria)
● nausedvomiting
s a temporary inabiity to do some tests accurately

● a temporq elevation ofccrtain lab test results

● allergic reactious

● abnormal kidney fimction
*

● temporary jiiundlce
$.\

● temporary rise in blood pressure .

The use of DCLHb could cause reactions that are not currently known. Because DCLHb is an
investigationzdsohtion snd the efkts in pregnancy have not been determined, pregnant women will
not participate in the study.

The FDA requires public not&adon for studies which maybe conducted under exception &om
Normed consent. This letteris being sent to area emergency departments to inform area health care
providers involved in the care of trauma patients of the study, as well as to satisfy, in pm the FDA
requirements.

We at MetroHealth Medical Center recognize importance of “hnprovements in trauma care. We are
excited about the potential DCLHb holds for the iiture. Medcsl research may provide new,
improved methods for health care providers to save the lives of critically injured trauma patients.

:&L&Pr.g~ . .
Director, Emergency

bti /,
WdliamFallom MD

t Y
Dire r oCTraumaj Bums, and Critical Care

7%%
/

,M*- ///.
Brian Plaisier, MD
Director of Trauma

.4.
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DCLHb MAILING LIST OF AREA EMERGENCY DEPARTMENT DIRECTORS

Akron City Hospital-Akro~ Ohio

Akron General Medical Center -Akro% Ohio

Allen Memorial Hospital-Ober~ Ohio

Alliance C~ Hospital-Alliance, Ohio

Amherst Hospital-Amerhersty Ohio

Andover Medkal Center Warren-Andover, Ohio

Ashland Samaritan Hospital-Ashland, Ohio

Ashtabula Genera! MedicaI Center-Ashtabul% Ohio “

Auhman Hospitd-Csnto~ Ohio

13arberton Citizens Hospital- Barbertoz Ohio

Bellveue Hospital-Bellvue, Ohio

Blanchard Valley Hospital- Fmdlay, Ohio

Brown Mernorird HosPit& Corm- Ohio

Bucyrus Community Hospital-Bucyru~ Ohio

Chagrin Valley Medical Center-C@r@ Ohio

Community Hospital Bedford-Bedfor~ Ohio

Community Medcenter Hospital-Mario% Ohio

Coshocton County Memorial Hospital-CoshoctoL Ohio

Crestline Memorial Hospital- Crestline, Ohio

Cuyahoga Falls Hospital-Cuyahoga Falls, Ohio

Deaconess Hospital-Cleveland, Ohio

Defiance Hospital-Defiance, Ohio



.——— Doctors’ Hospital Stark County-Massilo~ Ohio

Durdap Memorial Hospital-onville, Ohio

East Liverpool City Hospital-East Liverpoo~ Ohio

East Ohio Regional Hospital-Martin’s Feny, Ohio

Elyria Memorial Hospital-E1yriAOhio

Fainriew General Hospital- Clevelan& Ohio
.- -.,

Fiielands Community Hospital-Sandus@, Ohio

Fischer-Titus Memorial Hospital-Norwalk, Ohio

Fostoria City HospitaLFostori% Ohio .

Freemont Hospital-Freemont, Ohio

Galion Community Hospital-Galio~ Ohio

Geauga Community Hospital-Chardo~ Ohio

Grace Hospital-ClevelanL Ohio

Gurnsey Memorial Hospital-Cambridge, Ohio

Harrison Community Hospital-Cad@ Ohio

Hillside Hospital- WaIT~ Ohio

Joel Pomerene Hospital-Millersb~ Ohio

Kaiser Foundation Hospita.1-Parnq Ohio ,

Kettering Hospital-LoudonviUe, Ohio

Knox Community Hospital-Mt. Vemo~ Ohio

Lake County East-PainsviUe, Ohio

Lake Count West-Willoughby, Ohio
—

Lakewood Hospital-Lakewood, Ohio



Licking Memorial Hospital- Newark Ohio

Lima Memorial Hospital-Lq Ohio

Ml Community Hospital-LodL Ohio

Lorain Community/St. Joseph Hospital(East and West Campus)-Lo~ Ohio

Lutheran Medical Center-Clevelan~ Ohio

Meridia Ambulatory Care-Sagamore HiIQ Ohio

MacGruder Memorial Hospital-Port Clinto~ Ohio

MansfieldGeneral-Mansfield,Ohio

MariettaMemorialHospital-Mari~ Ohio

MarionGeneralHospital-WoL Ohio

,- MaryrnountHospital-Garfiel&Ohio

MassiUonCommunity Hospital-MassilloQ Ohio

Me-deal Center South-Broadview Hei~ Ohio

Medical CoUege Of Ohio-Toledo, Ohio

Medii General HospitaLMe~ Ohio

Memorial Hospital of Geneva-Genevq Ohio

Mercy Hospitsl-Tm Ohio

Meddia Euclid-Eucli~ Ohio

Meridia HiUcrest-Mayfield H% Ohio

Meridia Huron-Clevekm~ Ohio

Meridia Southpoint-WamensviUe Hts, Ohio

Morrow County Hospital-Mt Gilea4 Ohio

Mt. Sinai Medical Center-Clevelan~ Ohio



Parrna Community General Hospital-ParmZ Ohio

People’s Hospital-Mansfield, Ohio

Potters Medical Center-East L&rpoo~ Ohio

Providence Hospital- Sandusky, Ohio

Richmond Hospital- hfansfiel~ Ohio

Richmond Hts. General Hospital-Richmond H&., Ohio

Robinson Memorial Hospital-Rav~ Ohio

Salem Community Hospital-Srd~ Ohio

Shelby Memorial Hospital-Shelby, Ohio

Southwest Heakh Center-Middleburg Ht$ Ohio

St. Alexis Hospital-Clevelan~ Ohio
St. Elizabeth Medical Center-Youngsto~ Ohio

St. John Westshore-Westlake, Ohio

St. John Medical Center-SteubenWe, Ohio

St. Lukes HospitaLClevelan~ Ohio

St. Lukes Solon-Solo% Ohio

St. Thomas Hospital-Akro~ Ohio

St. Vicent Charity Hospital-Clevelan~ Ohio

St. Vincent Medical Center-Toledo, Ohio

Tfi Mercy Medical Center-T@ Ohio

Columbia Mercy Medical Center-Canto~ Ohio

Trumbull Memorial Hospital-Wme~ Ohio

Twin City Dennison-DennkoW Ohio



—— Union Dover Hospital-Dover, Ohio

VA Medical Center-ClevelanL Ohio

Wadswoth-Rittman Hospital-Wadwvo& Ohio

St. Joseph HealtiI Center-WarTeq Ohio

Western Reserve North and South-Youngstovq Ohio

WiIhud Mercy HoqIitd-- Ohio

Wooster Community Hospital-Wooster, Ohio

r
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un mensaje importance de 16s‘ckujanos de trauma
y el”personal de emergencia m6dica

en el Metroliealth Medical Center

~
I

Metrdfealth nfedica~ ~Centeres urfo de
40 centros de traumas en Ios Estados

Unidos que estudia un nuevo tratamiento
que tiene el potenclal da salvar Ias violas

de pacientea de trauma severamente

!? golpeados que estdn en estado de
~’ 9 .:~ ‘conrnocibn deb]do a la ~~rdida de sanaree

El tratamiento es un agente de earga oxlgeno conoddo como “baspirin Crciss-Linkect “
Hemoglobin (DCLHb),” derivado de la sangre humana. ‘OCLHbg ha sido plrobadoen
prktieas oilniees a trav~s del pals eon m~s de 350 paeientea, y su seguridad esti bieh
doeumenteda. Ha sido demostracfoque aumenta la presi6n sanguinea y puede bajar la
needdad de transfusions de sangre.

Aproximadamente de 20-30 pacientes participatingen este estudio en MetroHealth. Estos -
paeientes ser4n hombres y mujeres de 18 afios de eciad o mayores que estdn sufriendo de-
una p6dida de sangre seria y que estt$nen on gran riesgo de mofir. Los paeientes
estudiado pueden reeibir el agente de hepglobina en adici6n a Ios tratamientos.

El estudio es heeho posible & parte por Ias nueves Iineas de gtda de la “Food and.Drug
Administration.’ Las Ilneas de gu[a pemnitena Ios m6dieos, baje control dgwoao, el
administrar nuevos tratsmientos eon potendales de selvar violasa padentes demasiado
enfermoa para dar su gmentimento. Bajo Ias Iheas de gu[a, p@entes 0011&mdiciones que
amenaoen Iavida y que estdn indisponibles pm firrnarun eonsentimento, o que no tengan
un miembro de la familia que pueda fimnarpa ellos, todavia pueden eater disponibles para
redbir terspias de pruebas prometadoras en adiei6n a Ios tratamiantos inelqyendo
trensfkion6s de sangre. . . . . .

La partieipad6n en este es~udioes “ecmfidendal. Todo esfuerzo de obtener cxmsentimiento
de un miembro de la &milia o representante legal autorizado serd heeho. Si un
eonsentimiento informado pars partkipsr en este estudio no puede sar obtenido dwante ei . .
pedodo de tiempo or[tieode 30 rnhwtos despu&. que el paeiente sea edmitido ai hospitai, ei -
padente pwde ser entredo en ei e$tudio bajo ia”rnexoepd6ndei oonsentimiento informado”
autorizado por la “FDA.” Qxmentimiento pare oontinuar la p@ioipaei6n en ei estudio se@
obtenido del padente o un rniembro de la femiiia @n pronto sea poaibla. ~ ..”.. .

Los golpes traum4tieos es ia eeusa principal de muert6 dentro de An%iee& bajo ia edad
de 45, y dada a easi 2 miilones de personas esda allo.. Los reaultadoa de esta estudo .
ayudatin ai eonodmiento avanzado aoerea del tratamiento de gol@estraumAtieoseerveros.

Una i[nea especial ha sido estableeida al (216) 778-2131 pars responder a preguntas aeerea
dei estudio.

. .
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‘~ = MetroHealth Medical Center== 2500 MetroHealthDrive, Cleveland, Ohio44109-1998
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A n important message fkom the trauma

surgeons and emergency me&al
staff at MetroHed& .Medicd Center

.’ . $&

hfdroHedfJ Macficd CenCafiS one of
40 zraums cenfem in h Untied Stafes to

azuc?ymnow traahwt that has*
potefw 20$8V0 the llvea Ofsavafely

Jnjuredtiauma patWfa who ●m in shock
due to Mood kw.

.
J

The treatmentisw W9 ewmying agent knownas OiaspinnCross-1.hkd
Hemwlotin(DCLHb), dded from human blood. OCLW has been tested in dinkal
trials acrossthe 6mmtrywkh momthan 350 @ents, and its safety k well documented.
It has been shown to increase bkod pressure ●nd may decrease the need for blood
transfusions.

\
+ “. Apprdmately 20-30 patieti WI be enml[edin this study ●t MetroHea!ti These
,- .? .. “patientswill be men and women ~8 years of age or older who are SURSW fromserious

. . ; “blood16$sand ti at the greatest risk df dying. StudY Patiant$ may recdve the/-’.
1 hemoglobinagent in eddfdonto atandad treabneTRs,in@@ng bkod tmnsf@ons.

,,/--+---
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~Xkmade+Wh ~bywg~ddw**F@md~g
Admlnistmtion. The guktetinesatkw phyaitians, under rigorwa cwtrol, to administer
W, potblw ilfe=@ng tfeatment to pafkmtstoo ili to gti their wM. Undarthe
guidefifW patientswith life-ti*fIW condiin$ who we unable to sign a ~ or
who do not have a famiiy memberwho can signfor them, stiii may be *gWe to *
pfomi$ing trialUwapi$s in add- to standardtraatrpenta: .

pwtki~n ~ * @dY ~ -W. EV@Y*R tO ~~ ~nt ffom a ~mi~
memberor Ie@y ●uthorizedraprewmtdive willbe made. If infwned oonsentto
patiap~ In thii study carw@ be ob@nd dudngtho 30-mlntie dtld time pefiod
*rap*til*drnHti *hW. *@etimayme*titie*
underthe “exceptionfrom informedconsent”authorized by the FDA Consent to
condnuepartidpation in the study willbe obtainedfromthe patient or family rrwmberas
soon as possibie. .

Tr&mmtk’hW is the leading oause of death among Americans under age 48, and
affe* heady 2 mWi IXK@e every year. W msutta wfthii study will help advance
iawwiedge about the treatmentof severetraumatk injuries.

A Mine has been eatabllshad at (216) 77S2131 to respond to que$~ abwt this
study. .

.

*

~ ~. = Metr&eakh Medicd Center
s 2500MetroHea~ Drfm CIfweland.Oho 41~1= .

.“. ., -.”.. .,.. . .
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n important message from the trauma . 8 *Y
surgeons and emergency medical ~

staff at MetroHealth Medical Center

MetmHodth Medical Centeria one of
40 tmum cenius in the LO&adStates to

study anew treatment that has Vie
pofendal to save the Was of aevemfy

injured dauma padeti who am in shock
due to blood has.

.

Thetreatment is an oxy-rrying agent knownas Diaspirint%ss4JrJ@
Hemoglobin(DCLHb), derivedfi’omhuman lJlo@. DCLHb has been testedin clinical
this aorossthe countrywith more than 3!50patients, and its safety is well documented.
tt has been shownto increase blood pressure and may decrease the need forblood
tmnsf@or&.

Approximately20.30 patients W-IIbe enrolled in this study at Metroi-ieaJth.These
patients w“IIbe men and women 18 years of age or older who are sufknng fromaarious
w 10ssand are at the greatest risk df dying. Sudy patients may m@ve h

‘ hemoglobin agent in addition to standard treatments, includingMoodtransfusiorts.
—

he study is m+ possiblein part by new gbidelimesfrom the Fociciand Dmg
Administration.The ggideiinesallow physicians, under rigorouscent@ !0 administer
new, potentiallyheating treatment to ptients too ill.to @vetheir oonsent. Under the
guideWs, patii WI life-threateningconditionswho are unableto signa consa~ or
who do not hsve a familymember who can signfor them, SW may be eliiible to rwehfe
fmxnisingtrial theiapies in additiin to standard p’eatmentw

Participationin thii studyis oonfidenthl. Evely effort to obtain c&ent froma family
mwnber or legallyauthorized rep--e will be made. !f infofmedconsentto
participatein thii studycannot tM oMM duringthe 3&minute criticalthqeperiod
after ●’patientis adtiitted to the hosptil, the patient may be ●ntered.htothe study
underthe “exoaptionfrom informedconsent’ ●uthodzad by the FDA Consentto
oontinueparticipationin the studywill b obtaind from the patientor fadly member as
soon as possible. .
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Tr&m@lc injuryis the WCW cause of deathamong Americans underage 4S, and
affects nearty2 millionpeople evefy year. The resuhs of thii study@l helpadvance
knowledgeaboutthe tfaatment of severe traumaticinjuiea

A hotlinehas been aatabliihed at (216) ~6-2131 to res~ to questkn about this
w.
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&-m.tdy ac M~uoHealA wti receive the b~- SU=LUCG the orhers wiU receive a
placebo, saline soludon in titdon to rlw standd emergency cam

c .t is cxirical in uauma sin@tiOas that the o%ygc=m solution be given
‘titibti tidti~~ds ~tiazb~im~~m= Cyd~
dirccroc of h herg~ ~ Residency Progmm and principal invcsdgarof
fbrthe DCLHbstudy- “M=eti7~Wa==&~tih_
ilbesss be plticipad in l=ogbbm studies + emx)uraging msulu we
hopefir similar results fkotn DCLFlbfl

Smdies such x &is one are now possible because of r=dy adopted guidelines by
the US. Food and Drug Adm=tin and ti ~lcc of Pmr=tion of padcnt
Rights Which waive ~nsent in studies of emergency therapies- The study is being
supewiscd by rhe FDA- .

More MetroHeal& IXstlncdons

In last week’s edition-of UpduU we publishedsome of ~ nmable distincdom that
set MetroHealth apm km orb health care organ”mtkm Today, we condnue
rhac list of disdnctioru that help shape The MctroHcalth SysteuL

.“

● AccTe&tatiorM - Meuol+=kh Is Auze&ted by the Joint Qxnrnissiin on .
Accreditadon of Health Gre G@z@Ons and by the Committee on”
A~kadon of ReWtkmtion -kd= M=roH=lth k also accredii
for fidi participation in Me&are and Medicaii.

● COmmuniry -a ~~t z Me~HulA took *e lead h 1996 to J-

(
inidarc and participate &aa health asscssmcrat of the people of CIevelan&
The development of this knowledge wiu km enable all healih care
providers to focus their efbs and evaluate their results

● OB/GYN - Me=oH=lch is inmdody remgnid in& areas of
marernal)feral medicine and exerck rherapy during pregnancy.

● Cancer Care - MetroHealth’s oncology =ice, along with two other
Cleveland organizations, is a major chid component of the National
Cancer hstituteapomd academic cancer cen~

OCT 9 ‘9? lI:4a
. . .

‘Z 16%d#349 PRGE .007

—


	Attachment 1
	Attachment 2
	Attachment 3
	Attachment 4
	Attachment 5
	Attachment 6
	Attachment 7
	Attachment 8
	Attachment 9
	Attachment 10
	Attachment 11
	Attachment 12
	Attachment 13
	Attachment 14
	Attachment 15
	Attachment 16
	Attachment 17
	Attachment 18
	Attachment 19
	Attachment 20
	Attachment 21
	Attachment 22
	Attachment 23
	Attachment 24
	Attachment 25
	Attachment 26

